ABSTRACT 20\g=a\-dihydroprogesterone(20\g=a\-OH-P) was administered for 10 days either alone (2 or 4 mg/rat, sc) to explore its biological properties or in combination with progesterone (2 or 4 mg/rat, sc) to test its potential as an antiprogestin. When administered alone to intact rats the hydroxylated steroid, unlike progesterone, failed to disturb the oestrous Effects of 20a-OH-P and progesterone on relative organ weights (mg/100 g b. w.) in intact and unilaterally spayed rats.
In a series of papers Wiest and his coworkers have shown that in the rat there is a reciprocal relationship between the concentration of progesterone and that of 20a-dihydroprogesterone (20a-OH-P) in the peripheral or ovarian vein blood (Wiest 8c Caldwell 1969; Wiest et al. 1968) . Termination of luteal function as normally occurs at the end of pseudopregnancy or preg¬ nancy is invariably associated with accelerated secretion of 20a-OH-P with a parallel decline in the progesterone output (Wiest 8c Caldwell 1969). Since 20a-OH-P has only limited progestational properties (Zander 1959 ), Wiest has postulated that the ovary may modulate the progestational property of its secretory product by regulating the metabolic conversion of progesterone to 20a-OH-P (Wiest 8c Caldwell 1969). However, Hilliard et al. (1967) The details of the experimetns are described under appropriate sections of Results. In each experiment control and treated animals were of the same strain and age, and were run simultaneously. Both 20a-OH-P and progesterone were injected sc in 0.2 ml oil and the rats were killed either on or one day after the last day of steroid injection. When 20a-OH-P and progesterone were administered together to rats, they were made up in such a way that a single injection of 0.2 ml of oil contained the required doses of both steroids. In some experiments, pituitary glands were removed at autopsy and kept frozen for bioassay of LH (Parlow 1958) and FSH (Steelman & Pohley 1953) by methods already described (Labhsetwar 1969 (Table 3) . To a considerable extent the design of these experiments was dictated by the quantity of 20a-OH-P available. In the first experiment the rats were primed with oestrone (1 ¿tg/rat/day, sc) for 3 days beginning one month after ovariectomy. The rats were then divided into two groups, one receiving 4 mg progesterone and the other 4 mg each of progesterone and 20a-OH-P daily for eight days beginning one day after the last oestrone injection. On the fifth day of progestin injection the left horn of each rat was traumatized with a blunt needle and the rats were killed one day after the last progestin injection. The two progestins given together produced signifi¬ cantly larger deciduomata than those induced by progesterone alone (Expt. 1, Table 3 ). The experiment was repeated with the differences that the progeste¬ rone dose was reduced to 2 mg/rat, a group receiving 4 mg of 20«-OH-P alone was included and priming of all rats with oestrone was started on the day of ovariectomy. Again the combination of the steroids produced larger de¬ ciduomata although in this experiment the difference between the groups receiving progesterone alone and progesterone with 20a-OH-P only approached statistical significance (P < 0.08) (Expt. 2, Table 3 ). Similar results were obtained using 1 mg of progesterone and 2 mg of 20a-OH-P (Expt. 3, Table 3 ). In this experiment oestrone priming was started eight days after spaying. The lack of statistical significance can be attributed to fewer rats being used per group, a limitation imposed by the availability of 20a-OH-P. In both experi¬ ments, however, the tendency for larger sized deciduomata was in the same direction. While in all other groups macroscopically visible deciduomata were present which were confirmed in a few cases histologically, in the group re¬ ceiving 20a-OH-P alone no macroscopically or microscopically visible deciduo¬ mata were present.
Clauberg assay.
-A total of 12 rabbits (750 to 1000 g) of the Dutch strain were primed with 2.5 µ oestrone rabbit/day (im) for six days. Then the rabbits were divided into four groups of three each. Beginning 24 h after the last oestrone injection, one group remained untreated, the second received 4 mg 20a-OH-P/rabbit/day, the third, 0.5 mg progesterone and the fourth a com¬ bination of the two steroids at two different sites for 5 days. At autopsy 24 h after the last injection the uteri were processed for histology. Representative sections of uteri from each rabbit were examined, photographed and evaluated for the degree of progestational proliferation (Zarrow et al. 1964) . A dose of 4 mg of 20a-OH-P caused a 3 + proliferation which was only slightly less than that caused by 0.5 mg of progesterone alone. When both were given together, the proliferation index was more than 4 +. However, this increase could not be established as unequivocally greater than that caused by either steroid alone. The entire experiment was, therefore, repeated except that the dose of 20«-OH-P was reduced to 1 mg/day and that of progesterone to 0.1 mg/day. The average progestational proliferation was distinctly higher in the group receiving both steroids in combination than that in the group treated with either steroid individually (Fig. 1) . This increased proliferation with a resultant thickening of mucosa was also reflected in the uterine weight. The uteri of rabbits receiving both steroids were significantly heavier than those of rabbits treated with either steroid alone (Table 4) .
Pregnancy supporting effect. (4) (Table 5 ). 
